Helicobacter pylori VacA receptor(s) responsible for apoptotic cell death and autophagy has not been identified during intoxication.
In addition, VacA forms hexametric pores, followed by endocytosis and processing into late-endosomal compartments (14) , which then undergo osmotic swelling to become large suggesting that autophagy can be responsible for both cytoprotective and cytotoxic activities, depending on the specific cellular conditions. 
Purification and identification of p500
To purify p500 using affinity columns, AZ521 
Statistics
Densitometric analysis on the immunoblots was done by Image Gauge software (FUJIFILM).
The p values for densitometric analysis and vacuolating assay were determined by Student's t test with Graphpad Prism software (Graphpad, San Diego, CA). p values of <0.05 were considered statistically significant.
Results
Purification and identification of p500.
Our analysis of membrane proteins that bind
VacA revealed three proteins, i.e., RPTP α, RPTP β, and an unidentified p500. The latter protein had a molecular mass higher than RPTPβ and reacted with MAA lectin (15,16).
In the present study, we purified p500 using MAA agarose-column chromatography and identified it by LC-MS/MS as low-density lipoprotein receptor-related protein 1 (LRP1) (Fig. 1) . We confirmed its association with native VacA by immunoprecipitation (Fig. 1 Fig. 2B) .
These results suggest that LRP1 is associated with toxin internalization.
VacA induced generation of LC3-II in an
LRP1-dependent manner.
Based on the prior reports ( (Fig. 9a) , but not in AGS cells under these conditions (Fig. 9b) .
Discussion
VacA has two functional domains, an N-terminal 
